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Specification 

Title of the Invention 

Prazosin Preparation and Method of Manufacturing Thereof 

Claims 

1. A prazosin preparation being a composition comprising a 
substantially non- crystalline prazosin and one or more ingredients 
selected from the group consisting of polyvinylpyrrolidone, 
polyethylene glycol, propylene glycol, water-soluble gel polymer, 
gastric coating material , and enteric coating material . 

2. The preparation according to Claim 1, wherein the composition 
ratio of prazosin to one or more ingredients selected from the group 
consisting of polyvinylpyrrolidone, polyethylene glycol, propylene 
glycol, water-soluble gel polymer, gastric coating material, and 
enteric coating material is 1 : 0.2 to 30 (by weight). 

3. The preparation according to Claim 1, wherein the water-soluble 
gel polymer is hydroxypropyl cellulose , hydroxypropyl methylcellulose 
and/or methylcellulose, the gastric coating material is 
polyvinylacetal diethylaminoacetate and/ or dimethylaminoethyl 
methacrylate -methyl methacrylate copolymer, and the enteric coating 
material is hydroxypropyl methylcellulose phthalate, cellulose 
acetate phthalate, carboxymethylethylcellulose , and/or methacrylic 
acid/methyl methacrylate copolymer. 

4. A method of manufacturing a prazosin preparation characterized 
by dissolving prazosin and one or more ingredients selected from the 



- 2 - 

Copied from 10799563 on 09/19/2005 



group consisting of polyvinylpyrrolidone, polyethylene glycol, 
propylene glycol , water-soluble gel polymer , gastric coating material , 
and enteric coating material in an organic solvent followed by removing 
the organic solvent. 

Detailed Description of the Invention 

The present invention relates to a prazosin preparation and a 
method of manufacturing thereof. 

Prazosin sparingly dissolves in water (10 L or more water is 
required to dissolve 1 g of prazosin hydrochloride crystals at 20°C) . 
It acts on the circulatory system to dilate peripheral blood vessels 
to decrease peripheral resistance and then decrease blood pressure 
and thus employed for the treatment of hypertension. Therapeutic 
effect of circulatory drugs closely relates to their blood 
concentrations. The elimination half -life of prazosin from blood is 
as short as about 2 hours , requiring several times of administration 
a day . Japanese Patent Publication No . 60-4188 describes that prazosin 
hydrochloride exists as crystalline forms of a-, p*-, and y- forms, 
and anhydrate, all of which have a water content of about 1.5% or less , 
hydrates with a water content of 4% or more, and prazosin hydrochloride 
methanolate. Among these crystalline forms, only a-form with a 
relatively high solubility is employed for normal tablets and injection 
preparations , since other crystalline forms have problems in solubility 
or the like. Since the a-form absorbs moisture with time, however, 
to be converted into polyhydrates , which are stable but less soluble, 
there remains a problem in maintaining a preparation with good 
solubility. It is known that drugs with insufficient solubility 
generally suffer absorption problems and their bioavailability is 
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reduced. The present inventors have pursued research to increase 
solubility of prazosin to develop a preparation with improved 
bioavailability and found that a preparation with higher solubility 
than that using the a-form of prazosin hydrochloride can be surprisingly 
obtained by formulating prazosin with a particular material(s) and 
completed the present invention. 

The present invention is a prazosin preparation being a composition 
comprising substantially non-crystalline prazosin and one or more 
ingredients (base materials) selected from the group consisting of 
polyvinylpyrrolidone, polyethylene glycol, propylene glycol, 
water-soluble gel polymer, gastric coating material, and/or enteric 
coating material. 

The present invention is further a method of manufacturing a 
prazosin preparation characterized by dissolving prazosin and a base 
material(s) in an organic solvent followed by removing the organic 
solvent . 

A preparation containing substantially non-crystalline prazosin 
can be also prepared without using organic solvents , by adding prazosin 
to base materials, heating to dissolve, and then cooling. 

The greatest feature of the prazosin preparation of the present 
invention is that prazosin in substantially non-crystalline form is 
dispersed and/or dissolved in the base materials. In this state, 
prazosin is easily soluble in water to allow good absorption from the 
gastrointestinal tract and Improved bioavailability withhlghAUC (area 
under the blood concentration- time curve) . 
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